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Amendmcnta lo the Claims : 

I 

I- 12. (CaHcclled) ! 

I 

13. (Currentty amended) A compound of the formula 




wherein; 

one of X| and X2 is oitrogcn and the other is carbon, wherein each carbon atom of the 
heteroaryl rings is optionally substituted with a substituent selected from the group consisting of 
halogen, hydroxyl, alkoxy, alkyi, snhstilMtvsd qllcyl, alkenyl, alkynyl, cycjoalkyl, substituted 

cycloalkyj, aiyl, substituted aryl, alkaryl, arylaJlcyl, heteroaryl substituted heteroaryl 

j 

heterocycle, aubslituted heterocycle, amino, aljcylaiTiino^ diqJkyJamino, a.cai'boxylic acid group, a 
carboxylic este r proup, a carboxamid e_g<'Qup> riitro, cyano, iizide, alkylcarbonyU acyl, and 
tri alkyl ammonium; | 
A is selected from the group consisting of: 

i 

wh«'ein X3 is 0, S, SO, SO2. orNRi; and R\ is selected from the group consisting of H; 
substituted alkyl, ai-yl, substituted aryl, heteroar;/!, substituted heteioaryl, heterocycle, substituted 

heterocyclc, acyU alkoxycarbonyl, aminocarbonyl, alkylaminocarbonyl^ and 

I 

di alkyl am i nocarbonyl; : 

the dashed lines indicate the presence of optional double bonds; 

is the point ofbonding of A to the coiTipound slructure; or 
a pharmaceutically acceptable salt ther^f. 

i 
I 
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14. (Previously presented) The compound of Claim 13, wherein A is 




15. (Previously presented) Tlie compound of Claim 14, wherein X3 is S or NRi. 




16. (Previously presented) TUccompoimd of Claim 13, wherein A is ^ 
17-19. (Canceled) 

20. (Previously presented) The compound of Claim 13, wherein the optional double 
bonds are present. 

21-22. (Canceled) 

23. (Cuirently amended) A pharmacenlical formulation, compiisine a compound oFthe 
formula 



one of Xi and Xo is nitrogen and the othcir is carbon, wherein each carbon atom of the 
heteroaryl rings is uplionally substituted with a jjubstituent selected from the group consisting of 
halogen, hydroxy!, alkoxy, CF3. alkyj, substituted alkyK alkenyl. alkTnyl. cycloalkyl. subslituled 
cycloalkyi, aryl, substituted aryl, alkaryl, arylalkyl, heteroaryl, substituted heteroaryl, 
hetcrocycle, substituted heterocycle. amino, alkylaraino. dialkylamino, 3_carboxylic acid tJrroup . a 




whei-ein: 
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carboxylic este r group, £Lcarboxamidc_^up, riitro, cyano, azjdc, alkylcarbonyl, ncyl, and 
irialkylammonjum; 

A is selected from th^ group consisting of: 



wherein n is 1-8; is O, S, SO, SO2, orMRi; and R\ is selected froni Ihe group 
consisting of i4rsubstitiited aJkyK aryl, substituted aryl, heLeroaryl, substituted heteroaryl, 
helerocycle, substituted beterocycle, acyl, alkoxycarbonyl aniinocarbonyl, alkylaminocaibonyl* 
and dialkylaminocarbonyl; 

the dashed lines indicate the presence of optional double bonds; 

L is the point ofbonding of A to the compound structure; or 

a phannaceutically acceptable salt thereiif; 

aJ^d apharmaceuticully acceptable caiTicr. 

24-25. (Canceled) 

26. (Currently amended) A method of treating cancerous tissue in a subject, comprising 
administering to the subject an effective amount of a compound of formula 



one of Xi and Xa is nitrogen and the othcT is carbon, wherein each carbon atom of the 
hctcroaryl rings is optionally substituted with a nubstituent selected from the group consisting of 
halogen, hydroxyl. alkoxy, CF3, alkyi, substituted alkyl» ulkenyl. alkynyl, cycloalkyl, substituted 
cycloalkyl, aryl. substituted aryl, alkaryl, arylalkyl> helcroaryl, substituted heterxiaryl, 
heterocycle, substituted heterocycJe, amino. alkj'Iamino. diallcylamino, a^carboxylic acid groiip > a 



o 





wherein: 
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carboxylic este r proup. a^cartioxamideja[Oiig, nilro, cyano, a^ide, alkylcarbonyl, acyj, and 
tri allcylaniiTionHim ; 

A is selected from the group con&istinfi of: 



wherein n is J -8; Xj is O, S. SO, SQj, or NRi; and Ri is selected from the group 
consisting ofHT-aHtyVsubstituted alkyl, aryl, substituted aryl, heteroaryl, substituted heteroaryl> 
heterocycje, siibstituted hctcrocycle, acyK alkoxycarbonyl, aminocarbonyl, alkylaminoc«rbonyl, 
and diaJkylaininocarbony]; 

the dcished lines indicate the presence of optional double bonds; 

L is die point of bonding of A to the compound structure; or 

apharmaceutically acceptable salt thereof; 

wherein said cancerous tissue is selected from the group consistint> of b reast cancer, 
cQ jon fij^njger^^BrosIa^ leukemia, non-small cell lun>^ cancer, CNS c ancer, 

oyarjan cancer, and renal cancer . 



o 




o 



27. (Previously presented) The method of Claim 26» wherein A is 




28. (Previously presented) Tlie method of Claim 27, wherein X3 is S or NR|, 



o 



29. {Previously presented) The method cif Claim 26, wherein A is 
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o 



L 




I- 



30. tPrevioiisly presented) The method of Claim 26, wherein A is , wherein 

n is 1-4. 

31-32. (Canceled) 

33. (Previously presented) Tlio method of Claim 26, wherein the optional double bonds 
are present. 

34-35, (Canceled) 

36. (Currently amended) A The m ethod of Claim 26, wherein the effective amount 
comprises an ainount sufficient to inhibit VEGF production in the cancerous tissue. 

37. (Cuirently amended) A The m ediod of Claim 26, wherein the effective amount 
comprises un amount sui1:icient to inhibit TP prcduclioTi in the cancerous tissue. 

38. (Currently amended) A The m ethod of Claim 26, wherein said admiuistering step 
compriseB administering an effective amount of the compound in a pharmaceulically acceptable 
carrier. 

30, (New) A compound of tlie formula 



wherein: 

each carbon atom of the hetcroaryl rings is optionally substituted with a suhsiituent 
.selected from the group consisting of halogen, hydroxyl, alioixy, CF3, alley), substituted alkyl, 
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alkcnyl. aUcynyU cycloalkyl, substituted cycjoallcyl, aryl, substituted aryl. alkaryl, arylalkyl, 
hetcroaryU substituted heteroHryl, helercicycle, substituted heterocycle, amino, alkylamino, 
dialkylamino, a carboxylic acid group» a carboxylic ester group, a carboxamide group, nilro, 
cyano, azidc, alkylcarbouyl, acy], and Irialkylanimonium; 

A is selecLed from the group consisting of: 



o 




wherein Xj is O, S, SO, SO2, or NRij ani3 R\ is selected from the group consisting oflU 
alky], substituted alkyl, aiyl, substituted aryl, hecerowryl, substituted helerouryl, heterocycle, 
substituted heierocycle, acyl, alkoxycarbonyl, arainocarbouyL alkylaminocajtonyJ, and 
di alkyl am i no carbonyl ; 

Ihe dashed lines indicate the presence of optional double bonds; 

L is the point of bonding of A lo the compound structure; or 

a phannaceuticdlly acceptable salt tlTereof. 



o 



40. (New) The compound of Claim 39, wherein A is 




41 . CNew) The compound of Claim 40, ^vherein X3 is S or NRi . 

42. (New) Tlie compound of Claim 39, wherein A is ^ 

43. (New) The compoiuid of Claim 39, wherein the optional double bonds are present. 
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44. (New) TbecompouTniorciaitn 39, having the formula 




wherein: 
XAisNRi; 

Ri js selected from the gtoup consisting of H, alkyl, substituted alky], aryl, substituted 
ai^l, heleroaryl, substituted heleroaryl, heterocycle, substituted heterocycle, ucyl, 
alkoxycarbonyl, aminocarbonyl, allcylaminocarbooyl and diaJkylaminocarbonyl; 

each carbon atom of the heteroaryl rings is optionally substituted with a substiLuent 
selected fronri tlie group consisting ofhalogen, h/droxyl, alkoxy, CF3, alkyl, substituted alkyi, 
allcenyl, alkynyU cycloallcy], substituted cycloaU:yl, aryl, substituted aiyl, alkaryl, arylalkyl, 
hctemaryl. subsliluted hctcroaryl, heterocycle, substituted heterocycle, amino, alkylamino, 
dialkylamino, a carboxylic acid gi"oiip, a carboxylic ester group, a carboxamide group, niiro, 
cyano, azide, alkylcarbonyl, acyl, and triallcylammonium; 

or aphaimaceutically acceptable salt thereof. 

45. (New) The compound of Claim 39, wherein the compound is 3-5-Bis-(2- 
pyridinylidene)-piperidin'4-one. 



46. (New) A pharmaceutical formulation, comprising a compound of the formula 




wherein: 

each carbon atom of the hctcroaryl rings is optionally substituted with a suhstituent 
selecced from the group consisting ofhalogen, h/droxyl, alkoxy, CFj, alkyl, substituted alkyl, 
alkenyl» alkynyK cycloalkyl, substituted cycloaUryU aryl> substituted aryJ, alkaryU arylalkyl. 
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hcteroaryl. subslil-uled tiisteroaryl, heterocycle, subsiiluted heterocycle, amino, alkylamino, 
dialkylamino^ a carboxylic acid gi^oup, a carbox>Uc ester group, a carboxamidc group, nilro. 
cyano. wide, alkylcarbonyl, acyj, and trialkylammonium; 
A is selected from tlie group consisting of: 

wherein n is 1-8; is O. S, SO, SO2, or and Ri is selected from Ihe group 
consisting of ?T, alkyl, substituted allcyl, aryl, subatitwled aryl, betcroaryl, substituted beteroaryt, 
heierocycle, substituted heterocycle, acyl, alkoxj'carbony), aminocarbonyl, alkylaminocarbonyl, 
and dialkylaminocarbonyl ; 

the dashed lines indicate the pi-esence of Dption^l double bonds; 

L is the point of bonding of A to the compound structure; or 

aphannpceutically acceptable salt thereof; 

and a pharmaceuticaUy acceptable carrier. 

47. (New) The pharmaceutical formulation according to claim 46, comprising a 
compound of the formula 



o 




wherein: 
X^is NRi; 

Ri is selected from the group consisting of H, alkyl, substituted alkyl, aryl, substituted 
aryl, hetcroaryU substituted hctcroaryU heterocycle, substituted heterocycle, acyl, 
alkoxycarbonyl, aminocarbonyl, alkylaminocarbonyl ^nd dialkylaminocarbonyl; 
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cacli carbon atom ofthc heteroaryl rings \s QpUonally substituted witli a subatiluent 
selected from the group consisting oFhalogen, hydroxyl, allcoxy, CF3, alkyl, substituted alley), 
alkenyl, alkynyl, cycjoalkyl, substituted cycloalkyl. aryl, substituted aryl, alkaryl, aiylallcyJ, 
hcteroaryK substituted heteroaA-yU heterocycje, substituted hctorocyc]e» amino, alkylamino, 
dialkylamino, acavboxylic acid group, a carboxylic ester group, a carboxamiiie group, nitro, 
cyano, a/We, alkylcarbonyl, acyl, and trialkylammonium; 

or a pliaimucButically accoptablc salt thereof; 

and a pharmaceutically acceptable carrier. 

48, (New) The phannaceutical formulation according to claim 46. comprising 3-5-Bis- 
(2-pyridiaylidene)-piperidin-4-one or 3,5-Bis-(2-pyridinylidene)-l-methylpiperjdin-4-ooc, and a 
phannfLCCUtically acceptable carrier. 

49. (New) A method of treating cancerous tissue in a subject, comprising administering 
to the subject an effective amount of a compound of formula 



each caiton atom of Ihc heteroaryl rings is optionally substituted with a siihslituent 
selected from the group consisting of halogen, hydroxyl, alkoxy, CF3, alkyl, substituted alkyU 
allccjiyl, allcynyl, cycloalkyl, substituted cycloalkyl, aryl, substituted aryl, alkaiyl, arylalkyU 
heieroary], substituted heteroaiyl, heterocycle, substituted heterocycle, amino, alkylamino, 
diallcylamino, a carboxylic acid gix>up, a carboxylic eater group, acarboxamide group, nitro, 
cyuno, azide, alkylcarbonyl. acyl, and trialkylammonium; 




wherein: 



A is selected from the group consisting of: 



o 
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wherein n is 1-8; X3 is O, S, SO, SO2, or NRi; and Ri is selected from the group 
consisting oFK. allcyl, substitiitcsd alkyl myl sutistituted aryl, heteroaryl, euhstituted hetcroaryl, 
licterocycJe. substituied helerocycle, acyl, altoxycarbonyl, arainocarbonyl alkylaoiinocarbonyl, 
and dialkylaminocarbonyl; 

tlie dashed h'nes indicate ihe presence ofoptianal double bonds; 

L is the point of bonding of A to the compound structure; or 

{1 ph»nnaceulically acceptable salt thereof; 

wherein said cancerous tissue is selected from the group consisting of breast cancer, 
colon cancer, prostate cancer, skin cancer, leukemia, non-small cell lung cancer, CNS cancer, 
ovarian cancer, and renal cancer. 



50. (New) The method of Claim 49, whtsrein A is 




51 . (New) The method of Claim 50. whtsrein X3 is S or NR|- 

52. (New) The method of Claim 49, whisrein A is /a 

o 

53. (New) The method of Claim 49, wh<jrein A is t^^^3>n , wherein n is 1-4. 

54. (New) The method of Claim 49, wherein the optional double bonds are present. 
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55. (New) The method ofClgim 49, wbsrein the cornpound has the forniula 



0 




X^isNRi; 

R, is selected from the group consisting cifH, alkyl, substituted allcyU aryj, substituted 
aryl, hctcroaryl, substitiited heteroaryl,hctorocycle, substituted heterocycle, acyl, 
alkoxycarbonyl, uminocarbonyl> alkylaniinocgrbonyl and dialkylaminocarbonyl; 

each carbon atom of the heieroaryl rings is optionally subsliluted with a substitucnt 
seJected from the group consisting of liulogen, hydroxy), alkoxy, CF3. alkyl, substituted alkyi, 
ulkenyU alkynyJ, cycloalkyl. substituted cycloalkyl, aryl, substiiuted aryU alkaryl. arylalkyl, 
hcleroaiyJ, substituted heteroaryl heterocycle, substituted heterocycle, amino, alkylamino, 
dialkylamino, a caiboxylic acid group, a carboxylic ester group, a carboxamide group, nih*o, 
cyano, azide. alkylcarbony], acyl, and trialkylaromonium; 

or a pharmaceutically acceptable salt thereof. 

56. (Now) The method orClaim 49, wherein the compound is selected from the group 
consisting or3-5-Bis-(2-pyridinyIidene)-piperidin-4-one and 3,5-Bis-C2-pyridinylidene)-l- 
metbylpiperidin-4-one. 

57. (New) The method of Claim 49, wherein the effective amount comprises an amount 
suFficienl to inliibii VEGF produclion in the cancerous tissue. 

58. (New) The method of Claim 49 wherein the effective amount comprises an amount 
sufficient to inhibit TF production in the cancerous tissue. 
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59. (New) The method of Claim 49, wlwsrein said ftdmhiislerine step comprises 
administering an effective amount of the compound in a phannaceiitically accepiiible carrier. 

60. (New) A method oftrcating cancerous tissue in a subject, comprising administer big 
to the subject an effective amount of a compound of formula 




wherein: 

Xi is nitrogen and X2 carbon, wherein eac^h carbon atom of tliehetei'oaryl rings is 
optionally substituted with a substituent selected from the group cojisisting of halogen, hydroxy], 
allcoxy, CF3. alkyl, subslituted alkyU alkenyl, alkynyl, cycloalkyi, subsliluted cycloalkyl, aryl, 
subslituted aryl> £»lkai7l, aryUilkyl, hcteroaryU substituted heteroaryl, hetcrocycle, substiluled 
holcrocycle, amino, alkylamino, dialkylaniino, a carboxylic acid group, d carboxylic ester group, 
a carboxamide group, nitio, cyano, 05tide, alkylcarbonyl, acyl, and trialkylammonium; 

A is selected from the group consisting of: 



o 




wherein n is I -8; X3 is O, S. SO, SO2, or NRi; and R| is selected from the group 
consisting ofH, alkyl, substiUifed alkyl, aryl, substituted aryl, heteroaryl, substituted heteroaryl, 
heterocycle, substituted heterocyclo, acyl, alkoxycarbonyl, aminocarbonyl, alkylaminocarbonyi, 
and dialkylaminocarbonyl; 

the dashed lines indicate the presence of optional double bonds; 

L is the point of bonding of A to the compound structure; or 

a pharmaceutically acceptable salt thereof; 

wherein the effective amount comprises an amount sufficient to inhibit VEGF production 
in the cancerous tissue. 
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61, (New) The method of claim 60, wherein said cancerous tissue is selected from the 
gi oup consisting of breast cancer, colon cancer, i>rostate cancer, skin cancer, leukemia, non- 
small cell lung cancer, CNS cancer, ovarian cancer, and roiial cancer. 

62. (New) A method of treating cancerous tissue in a subject, comprising administering 
to the subject oi) effective amount of a compound orfonnuln 



Xi is nitrogen and X2 is carbon, wherein liach carbon atom of the hctcroaryJ rings is 
optionally substituted with a fiubstituent selected fiom the gi"oup consisting of halogen, hydroxy], 
alkoxy, CF3, alley], substituted alley), alkenyl, alkynyi, cycloalkyl, substituted cycloalkyl, aryl, 
siibstitTJtcd aryl, aUcaryj, arylalkyl, heteroaryl, substituted heteroaryl. heterocycle, substituted 
heterocycle, amino, alkylamino, dialkylamino, a carboxylic acid group, a carhoxylic ester group, 
acarboxamide group, nitro, cyaiio, azide, alkylcarbonyl, acyl, and trialkylammonium; 



wherein n is 1 -8; X^ is O, S, SO, SO2, or NRi; and Ri is selected from the group 
consisting ofH, alkyi, substituted alley!, ai-yl, substituted aryl, heteroaryl, substituted heteroaj-yl, 
heterocycle, substituted heterocycle, ucyl, alkox> carbon yl, aminocarbonyl, alkylaminocarbonyl, 
and dialkylaminocarbonyl; 

the dasbed lines indicate the presence of (optional double bonds; 

L is the poijit of bonding of A to the compound structure; or 

a pharmaceuiically acceptable salt thereof; 

wherein the effective amount comprises an amount sufficient to inhibit TF produclion in 
the cancerous tissue. 




wherein: 



A is selected from the group consisting of: 
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63. (New) The metliod of claim 62, wherein said cancerous tissue is selected from the 
group consisting of brenst cancer, colon cancer, j)rostate cancer, slcin cancer, leukemia* non- 
small cell lung cancer, CNS cancer, ovarian caJicer, and renal cancer. 
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